espacenet — Bibliographic data 



Page 1 of 1 



NOVEL N6,2'-0-DISUBSTITUTED-ADENOSINE-3%5'-CYCLIC PHOSPHATE 
AND PRODUCTION THEREOF 

Publication number: JP2233692 (A) A,so published as: 

Publication date: 1990-09-17 g JP7H6213 (B) 

Inventor(s): IMAI JUNKO; KATAOKA SHIGEHIRO; YAMATSUGU NOBUYUKI; [fj JP2083108 (C) 

KATO MOTOHIKO + K } 

Applicant(s): KIKKOMAN CORP + 

Classification: 

- international: A61K31/70; A61K31/7042; A61K31/7052; A61K31/7076; 

A61P29/00; A61P7/02; A61P9/12; C07H19/213; A61 K31/70; 
A61K31/7042; A61P29/00; A61P7/00; A61P9/00; C07H19/00; 

(IPC1-7): A61K31/70; C07H19/213 

- European: 

Application number: JP1 9890052842 19890307 
Priority number(s): JP19890052842 19890307 

Abstract of JP 2233692 (A) 
NEW MATERIAL: A compound shown by formula I 
[R is alky I or aralkyl; A is H<+>, alkali metallic ion or 
(organic) ammonium ion]. EXAMPLE:N<6>,2'-0- 

Dipropyl adenosine-3',5'-cyclic phosphate. USE:An H - # *H 

anti-inflammatory drug, inhibitor of blood plate I _ 

aggregation and antihypertensive agent. 

PREPARATION:An adenosine-3\5-'cyclic \- J; 

phosphate shown by formula II or a salt thereof is # 1j 

reacted with an organic halide shown by formula RX ~ ! 

(X is halogen) in the presence of a base (e.g. V "vj 

sodium hydroxide). The molar amount of the organic [ -p~--f^ 

halide used based on the compound shown by ■*> ^ ^ <~ o CR 

formula II is prefer ably 5-20mols. The molar amount f ' : ' * 

of the base used based on the compound shown by &MA ® 

formula II is preferably 5-20mols. The reaction is 
preferably carried out at 2-70 deg.C for 3 hours-2 
days. 



o »e — O « 

■6 ® 



Data supplied from the espacenet database — Worldwide 



http://v3.espacenetxom/publicationDetails/biblio?DB=EPODOC^ 8/24/2010 



®S*IS#ftJT(JP) ® 4$ fF £ ^ 4> §fl 

© 4k m 45 W? ^ « (a) ^2-233692 

®Int.Cl. 5 MME# ff^lltf ^£2^(1990) 9^17 8 

C 07 H 19/213 7822-4C 

// A 61 K 31/70 ABE 7431-4C 

ABU 7431-4C 

ACB 7431-4C 

®«p ■ ¥1 -52842 

@* H ^1 (1989) 3 ^ 7 0 

©m m m ft h s » ^i^b$^ioi«^ i 



w *a m 

1 . ^ W <o S I 

fr & * n 6 . 2' -o-^Kfc-rr/ •> x - 



H -N - R 




O - p o OR 

O ©a ® ( i ) 

( 4" R H7/^^IXfiT77/^/l'|t^ 
L x A Ii**-f3l-y, T** v\ 7 



/ y v - 3 ' , 5 ' - m tt 'J x«Xn-t<o<fio 

(2) - £ 



NH 2 




O = p o OH 

O ©A © ( D ) 

( £ 4« A U * m < * v > 7 'J ^ I t y , 

* ft -f ) -Cih?ii^7f / •> y - 3', 5' - 63 Vt 
u y«XfU<oli4r, « IS ft T , - « £ 

RX { I ) 

( i£ 4 R H7***SX«7 7 7 ^ + 

l x x u - p y v m t * ft •+ ) x-mt> 2 h z> ^ 



H -N -R 

N 

CO 

I l v- r 

O = P O OR 

d q a ® ( 1 ) 

h> <* *l * N y , 2' - O - ^ (K & - T x / > v - 

3'. 5 ' - m tfc y xttxu-to^oWteo 
3 . & w <o ^ n & 2tt w 

C & : & -h o f 'I ffl 1? 3 

* & 18 *i , rr ft ft N « , 2 ' - o-'xBtt-Tf 5 
✓ * v - 3'. 5' - J9B# M x St ( U T N a . 2' - O 
CAMP X U * <0 Jfi * & O' 



»BBT 2-233692 (2) 

T. t ' y s - r . 5' - S3 ik v v fi£ (tiT camp 
£ *& ffc -f * ) &t>^^K«^i^ « * 0 £ n & & 

/)'»S)iiint'i'^ * fb & m \t m ft £ & -e * 
0 > ftifc^fFffl^ jm ffi * * ffi * ffl > ifo £ P£ T 

[ ft # <o ft ttf ) 

N 6 , 2'-0-s>B*- CAMP tf. K. C *l ft 
Z> T) m it ft *b ix -C t > ft t • o 

C £ W ft? ffc l x 5 tt5Pfl8^) 

N n , 2'-0--xB«- CAMP *r ft * ^ & IC o 

camp x & ft* jp * * * Tkmit-r b 

y s> £ a x 

11 7 /m >)±m&m<r)7kmity>^ mm* $> 

3 <o £ £ # £ T > t»-p ♦"/ftftiSio £ ^ * 
^ ^ fc J; 0 > N 8 , 2' - O - * B ft - CAMP * X 



c ^ m. * m & -t * fc «> <o ^ « ] 
* * w *■ tt . - *ft ^ 

H -M -R 

TO 

O = P O OR 

d ©A o ( 1 ) 

( ;£ 4> R li7* + *|Xli 7 5 7 *t*i*S 

L , A 7**'!i4a^ 7 

^i-) -c ^? .b £ it * N 6 , 2' - O- ^B^-^t-' 
/ * v - 3' . 5'-SUtr/«XiUoi-CA»), 
X * Ife W It 



- tt: * 



NH 2 




O = P O OH 

O °A © ( D ) 

( g, 4- A H * T ^ if » & Jg < * v s 

ry^i?A^ft>'Xft^lS7y*-^A'f t/ 
4r ?f -f ) t'Sb3fi57f/ •> v - 3' , 5 ' - 1$ tk 
y x®xtt*<o£*. £&#&T, -i5a; 

RX ( ■ ) 

( & ^ R |t7^t^|X(t757A't/l'it* 

l x x ti ^ y v m i- * ^ -t ) x-mt? £ H Z G 

846- 



H -N ~R 




O = P o OR 

O OA <±> ([) 

( 5$ * r a i>- a ti m is o ,m * *r -f 5 ) -c ^ 

3 it * N • . 2'-0 - ^@^-7 > x - 

3\ 5'- JBtt y x (UXft -t O * O « jfe -C ^ S o 

^^^^ffi^^Mi L -C « t * e> /i * CAMP X 
ti * <0 i£ ti , ^ x tf # <o I $ L X M m -e £ * o 
Tx^x, + ■> « - ^ i L < It !J#-^Rocj|ij| 

A R ^ I t > 7 ^ - x „ * p - a i l < tt.s; 

x » j£ £ Al p, CAMP 4- £ £ 4 1 * 

x >T K p t •> y i? * J , 7 * 

7 ^sA'T'p ¥tfl?*L;&o 

*^W^*lt5^SLtii^ £ (U) <o <b £ 

m * * & *t * m 7 a . Tkmit* b » f? 1* •% & & * 

6 S o * & , (ft«*3{?«^*5b(it h 11 7 
Ay h + XK^OTA^a+^-f K 3* O £ & # # 
T , i ft: * 7/u»y^HX(iT/u*y±ja^Uo 

^^TK^-fi^JS^**^. flP * L < ti 
18-*?»x-6 ^ 15-^7* x - 5 & <D 

t«M>y*-f *ff«T. £ (■) 0 * « - 

•» ♦'■/ft^iRies^'c, * ( 1 ) <oit&to*& 

S o 

w o K fls it & Jt"J * X- fr Ac , ISJHtLtn*, 

* - T j| % 0| & »** X * + If X N 7-h7t K P 7 

9 X ^ , T ; K SI 01 x ^ * /i^ ifc /U A T * K x 

^ a- r -t h 7 r K f , ^a*^.t:/fiox^ 

7 a > 01 x. Sfc SI ^ 7- a* 3? x X ti x >» >u a a- * 



3$R8 ¥2-233692 (3) 
m% * # + z m * % m 1, s mm® x 0 camp * 

gife^* (ftf*^ 65178 L 0 51 k. 

jg <D CAMP tc 7 a iJ y ^SXliT;^ IP ± M 

&m<?> *&it$> . w* 

^ & 7 ; x (ff 4 L < ti h M 7 *t ~T i s * ft m 
Z Z> t , CAMP OJ '/|«lclafrfS7** 9 
£ JS*£ , VilLiti- V V # * m\ * M 7 a J£ ^ % 7 
a* M±S&®£n t ^ * 

•x ■> A a ^ * ^IS7'/^^A|, ^| X. h y ^ 

- jft ^ ( ■ ) -e#ii?3ix*fctt"**'xrt:fc ( c 

R t Ltd, 1— l6,1#fC 2 

^ 14 ffll £ f£ A + S , jc^/u 

^ > y p t' a- s , < y y p t'*i» 7* /i- |£ > < 

*/ / f * i , x ^ a- ^ > < y x ^ yu ^ ^ ^ * 

■x a S ^ -f y ^ + ■> l > ^ y f /t' i s * ^ 

m , - * & . r x a g , Kf f r h 7 7-* 

x /u « ^ -N + tf -^if ol^Dtt U<rtf>K 

Ht07/P + ^i, 7 7 7 A * A & , ti* ^ X 

^ 3£ ^ - h *< x i> /u |£ ^ ; p p ^ / i* - ^ 

^ ( n ) <o it&m^n~t h ^ (■) o *r « ~ * 

^ y -ft ^ o ffi ffl ft a , 2 ~ 30fg*A, 

* L < ti 5 — 20 »*^llt"C*5. t , ^ 

— 30 s * ^ , i l < it 5 ~ 20 m * *> m m 

■e * ^ a : <o ^ |; it - )K ^ 10 — 150 "c > (tf 4 
L<li 20— 70 tOjBlf Kbl't , ^©<>L< 
ti ffi J¥ T t- 1 fft TellU ^ » i I < 11 3 B% fel — 2 

0 r«i n h & * o 
^ ( i ) <o3#) it m^-f^tcfi. 

Wiit''> 'i * V/K 7 A* 4 7" > < * X ft « ^ N 

A^x P H »«icJ:S«we6,A'fi^fflv^* 

^t&. c< ^ tom<9<of*®m * m $fe 

X'Xti^'i:^^^io-a:tfT^7^ < , :^iX'^i 0 £ 

( i ) o it & fa <o m m m k > w x n: 7 /u * y & a 
xit7/M ffc«^ . m & m , mm 

*Hi^*5^|t7y*i7Xlittt7 ; X, 0(j 
iliF Mf ^7 ; b M -? + A> 7 ^ X # o H 



-847- 



3f Rll ¥2-233692 (4} 



&fa<om#;» v & gn- *>* * ft ^ "f * & £ < c 

* & ijfj *^ J: 0 »b -H £ £ < I ) ON 6 . 2 ' - O 

- * m & - CAMP a t>* O I O ^ i ltu, <* o 

tOd'^frf ibK, N a , 2' - O - i> > * - 
CAMP s N 8 , 2' - O- - CAMP . N 6 , 

2' - O - X -f p f /P - CAMP „ N 6 , 2' - O - & 
4 y ^ p fc' /u - CAMP ^ N 9 , 2' - O - X * * *> 

- CAMP > N 8 , 2' - O - * 4 V y * - CAMP > 
N 6 , 2' — O — v?**iv^-/t' — CAMP x N 6 , 2 ' - O 

- X >f y -< v - CAMP > N 6 , 2' - O - X * 
* v * tv — CAMP > N 6 , 2 ' - O - ! s ~* * f * 

- CAMP , N 6 ♦ 2 ' - O - *> 4 y ***** — 
CAMP > N 8 , 2'- O - & ^ 7* * - CAMP x 

N 6 , 2'-0-i> - CAMP . N 6 , 2 ' - O 

_ X / - /u - CAMP . N 6 , 2 ' - O - *s r X * - 
CAMP > N 6 , 2' - O - -X * v r * - CAMP > 
N 6 , 2 ' - O - * K f ■> * - CAMP x N 6 , 2 ' - O 

- X h M x x * - CAMP , N 6 . 2' - 0 - i> t h 



5 x > * - CAMP , N 6 , 2' - O - is -< v ^ x * 
- CAMP > N 8 , 2' — O - X ~^ * T x - 
CAMP N 8 , 2 ' - O - X •< X X * - CAMP x 
N 8 , 2 ' - O - X - b p -« v X * - CAMP x N 6 , 
2 ' - 0 - & 9 p p *< x -X * - CAMP , N 6 , 2 ' - 
0 _ x a f- /V -< x <X /u - CAMP x N 6 ♦ 2 ' - O - 
^ >f k p * > -< v X *> - CAMP > N 8 , 2 ' - O 
- 2- 7 CAMP , N 8 . 2' - O 

- X - 3 - -7 * => tv ~f v tr * - CAMP ^ > Rt>': 

tlb<07/M ^ ^Kl, 7 X 

4 * £ 9! jc J: ix U , fr»ft^fet*5N tt , 
2'-0-^aft~7 7-*y f - 3 ' , 5' — 39R *t !l y 

( ^ w <o m m ] 

^^^ofrS^N 8 , 2' - 0-*K«-77 f / 
> x - 3' , 5' - «! M x HI » ^ O tt U . « 3L \t 
ta^^f^ffl, Jfil 'J> <fi « m SSL * fP m . ifliffi^T^ffl 



WT, ^ 1 ^ rc i: O^^W^A^&^^^-t-o 
C X Jt ff ) 
11 ^ 1 

N a , 2'^O-^^p f * - CAMP O ^ 
CAMP O MJ 7"f ^7 ! "/ft 3. 084 ^ 1c & * 
+ f\, 7, /u .-h + -V- < K 50 «/ f? t x C *x h 
y^A> h^-tf->f k 2.56«<^r^irab> 30^^ 
fC n _ y p fc - ^ y P -r ^ K 1 . 09 ^ ^ ^_ -C n ^ 

fi -e i QRillllftio c <o Pal ^ h »; a ^ h * 

50 "C -C 1 0 Pal « if b x * <0 Pal ^ b l» •> A X h * 

^ m K. 5 (il^jtwi-2,o R^fK^r 2N -i»-e + 

H^/>jto*^^»tx 2N-«[«^lra^-c pH 
CKilSft^* 7 a (2.L X 34 
cm) IC®.M Z *t . **fcfc> 28 



%*«ft7y*-OA (8tJt ; 10 : 10 : 1) * 
ffl^tj§Wt5E^^iHL, h. * £ & @l -T- 

^c^g/jiPL^ 2N -ift««rttiit pH 3 t^mm 

L> C^I^X!I*^^?|»^ptK^97 4 
M m & \ A*/-A>/9***/VJ*. ^fiit; 
3:7) t:J: ^iftHU B fr) it & <0 UV R 
<2^(Rffil 0. 4 ft i£ ) * ^ « 0 , y y - 

-eiiiimb«^^©-f6i:. n 6 , 2' - o - x y p 

f yu - CAMP =4r 427 mg ( JK $ 17.2%) ® o 

UV : i N * OM (« ) 266 (17200) nm 

mp : 159 — 161 'C 

Rf fis : o. 47 ( mmmm ; ' * ; - * / * * 

p ***** ft Jt ; 4 : 6 m t n C ) 

N 8 , 2 ' O - -X y ^ * - CAMP <D 13 jig 
CAMP O h U ~f * ^ T i -y %i 3.084 g ^ X /< 
^- /u y. /u ^ -v ^ K 50 K ^ <Sf U •« - ^ I- 



-848- 



MA / urt-f K 2.56rf<fft»t. 30 ft & 
ii-**-*:/*-** K I. 29 «* * *P "C , ^ A 

■e i h r«i & ft -r £ «» cowth^A/hf* 
ic s ®mtm-rz>o & ^ -c > ejg; & £r * ?s * so 

"c -e 6 8£ fbl t* ft u > ^roiiq^hV^A / h * -v 

*c 3 0^iiot5 o E Jo & * 2N-£&-r-*fnL 

'>t^*»wj|j!|L^ 2N-ffl®^»P^T pH 2 
♦CUSIPL, ;it^^l4^^7A (2.1 X 31 cm) 

2 # > 28%* 
ift7 •/* a * a (tflit ; 10 : 10 : t) * ffl i» 

m P> H tc 1> 7 / A- * / 

»Ls 2N - E $ * fln *L T pH 3 ClBiL, C 

; ^ ^ / — A" / 9 p p * ^ a , & ft it ; 
3:7) KiJ;0#«rai8L> B ffMfc £ 4S> <0 UV » 
Jfe # < Rf fit 0.4 ftiS) * £ Jfc » . x * ✓ - ^ 

*fll7y*i->A (tfttt J 10 : 10 : 1) * ffl c 
T^fti-SK^Rtf^*/-^/*/ 28 % * & 
ft 7 '/ -t- - a ( 5i? ft It ; 10 : 5 : 1) * # t 
i§ m-f * K # L > ^«ri«£feHt5o H 

p> H * / '>ftO> * / 

2N - ifi & * 2>D £ T pH 3CKIU C *t 

k'>»»y*»|/«if h/?7< ( 00 & ; 
/^y-*/^po»h*A, 3? ft it : 3:7) re 
J: 9 t> # *?f *! L s %foiti$®<0 UV % ife # ( Rf 
fii 0.45 ft £ ) feA^ftO, ^ ^ ttfi« L 

#aEfc@-t*£,N\ 2' - O - * -< v * - 
CAMP 890 ■* («t¥ 31.6 %) f# o 

UV : i N * OM (c ) 267 (15900) run 

mp : 152 ~ 153 "C 

Rf fi : 0.58 

mm m 4 

N 8 , 2'-0->>^^*-^- CAMP <D It ig 
CAMP CO h !/ 7 * T i v m 3. 084 g * * A 



39 RR ¥2-233692 (5) 

- CAMP 534 «? ( & ^ 20.2 %) n tz o 

UV : ^ N * OM (e ) 267 (16400) nm 

mp : 156 ~ 158 # C 

Rf It : 0. 53 

N fl . 2' - O - i> -5 v * ^ - CAMP O SSI j£ 
CAMP tO h U 7 + As ~T X '/ ^ 3.084 ^ * i> / 
f- * * * -** -f K 1 00 «l fc |§ ft? L , : ii ^ t 
M ->ax K 2.56 i^^lflLs 30 ft 

ffe *C n- 7 5 /u ^ p -r < K 1 . 48 mi * ftp k. X , ^ 
A "0 21 1$ RQ tt ft & . C O RU h II * a ,< h st- 
ir < K £ n- r i * * -r 4 V * JtmtOjj £ m 

filrc 5 0^5q't^ o 2N - J£ 8* t* ^ fa 

*'>ft<D*fc:ig||fL> 2N-*^^JUP^r pH 2 
^|8ISEL^ cK^jgtt^* 7 a (2.1 X 34 «) 
♦cft^^-ti-, 7jCi5fe», ^ ^ * - *» / 7k / 28%* 

* * * tv * * -f k ioo i/ c g m U n :iint 

M^MttU' 2.56rftKJDL, 30 # 
^ ^ ii-^^^/ut/p-t* K 1 . 88 ■< «: Jn it -C . 
^ © -C 20 ^ BQ it ft "f * o c o M t F !i a ; h 

tt< Ki n -^f pt< Kt±|BO^^ 

(t^ltrc 3 0^Jflt5o RJRT,^^ 2N-^®X' 

*K4r^ftO*»cjg»L> 2N~^^^^p^r 
pH 2KLSg&L, Cti^ffitt^^ 7 a (2.1 X 32 
cm) fCiR^^-ar, 7jcgt^x ^ 9 / - ^ / ik / 28 
%*fi*ffc7v*^*A(&ftJt; 10 : L0 : i) 4- 
ffl^-Cjgmi-^>|K^> RO'*^/-yu/7K/' 28 
96*»ft7y*-»A («Iit; 10:5:1)^ 

^ 1 s m-r ^ e # l > 

Z> o & h h ti * 5 A t£ %} & & 'p & {D s ? / - /U 
IC » * L , 2N-^®^J0^.T pH 3 »Cp|i 

u, ;*i*'> D * p -r h / ? 7 < (jh 

^ / - */ ^ p p**a, ^ftit; 
25: 75) t J: 0 ^ i U I , 0 ffMfc £ & <0 UV 
(Rf fl 0.43 ftifi) ^/>»^^0. / 



-849- 



i> y /i. - CAMP * 985 ( & & 31 . 3 % ) 

UV : ^ M * OH > 26? (15200) nm 

mp : 118 ~ 121 *C 
Rf m : 0,64 

^mm 5 

jsj « t 2 ' - 0 - 's *y ' u - CAMP <V M & 

tk m it * v * 5. 28 g * m m t fc * 30 

CAMP 3.29 £ * ^ « L x C K K. 18- * * * V - 
6 7.93 yjg«L/:';t*f v 150 * & 2m 

■f £ o & ^ -e > *> * ~? p < K 7 - 14 * • 

An L > * ffi + 50 *C -C 3 # M « # "T * o S & 

- ifi & *r Aa £ t pH 2mM»l^ C *i * f£ # * 
^ a (2.6 X 28 «) & * ft & ^ ~ * 

28 % * BHfc 7 v * * * * <^ft 



HBB ¥2-233692 (6) 

\t ; i0:l0:l)4rfflt»-C»W-r*K«"4r** 

^'-^^iSttl^ 2N - E & * An 
T pH 3lc»ftL.£**->M*y*»»* 

* a > « i tt: ; 4:6) »:i^li«L^ I 
ffMb £ 4& UV (RfH 0.5ltJfi) * 

N 6 . 2' - O - s> *< v * *> - CAMP -k 2107 
( JK ^ 41.4 % > ntz o 

UV : >l N " OM (« ) 267 ( 18400) nm 

mp : 153 — 156 "C 

Rf II : 0.56 



ft tlF ffi SB A + *a--*vl*3**tt 



-850- 



